Dear editor,
Intracerebral hemorrhage (ICH) is a severe stroke subtype for which treatment and management options are limited and remain ineffectual at improving the outcome. The question of whether high-dose statin therapy can increase the risk of ICH is a contentious one. 1 Although some clinicians have disputed the link between high-dose statin therapy and the risk of ICH (based on randomized and observational studies), the potential effects of statins on cerebral-vascular stability must not be ignored. Hence, a testable hypothesis is long overdue. It is important to note that statins, in addition to lowering cholesterol levels (both LDLcholesterol and de novo cholesterol synthesis), also inhibit the biosynthesis of other metabolites, namely, the long hydrocarbon lipids, known as prenyl lipids. 2 Prenyl lipids serve as lipid attachments for posttranslational modification and membrane localization of small GTP-binding proteins (GTPases), such as CDC42 and Rac1, both of which play indispensable roles in the maintenance of vascular permeability. [3] [4] [5] [6] In fact, studies in animal models have shown that mutations in genes regulating CDC42 and Rac1activities induce loss of endothelial barrier integrity and smooth muscle cell coverage, resulting in intracerebral hemorrhages. [7] [8] [9] Similarly, we have shown that statin treatment induces cerebral hemorrhages in animal studies through a mechanism that appears to be dependent on prenylation-mediated processes. 10 The extent to which these studies relate to the clinic remains elusive. However, in the absence of a testable hypothesis linking statin treatment with high ICH incidence in population-based clinical findings, we have to rely on the theoretical considerations derived from in-vitro/in-vivo evidence, which clearly suggests that statin treatment can exert deleterious effects on cerebral-vascular stability.
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